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A remarkable range of novel antibiotics is attracting increasinq 
interest as a major new weapon in the campaign against bacterial 
infection. They are based on the toxic peptides that provide the innate 
immune system of animals and it is claimed that bacteria will be unable 
to evolve resistance to them because they attack the 'Achilles 'heel ' of 
bacterial membrane structure. Both experimental evidence and theoretical 
arguments suggest. that this claim is doubtful, if so, the introduction of 
these substances into general use may provoke the evolution of resistance 
to our own defence proteins and thus compromise our natural defences 
against infection. C,L " 
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antimicrobial peptides have potent and broad spectrum activity against 
pathoqens exhibiting multiple antibiotic resistance. Specific peptides 
can also potentiate the antimicrobial functions of leukocytes, such as 
neutrophils, in addn., they exhibit lower inherent mammalian cell 
toxicities than conventional antimicrobial peptides, and overcome problems 
of toxicity, immunogenicity, and shortness of duration of effectiveness 
due to biodegrdn., retaining activity in plasma and serum. The peptides 
and deriv. metapeptides exhibit rapid microbicidal activities in vitro 
can be used to potentiate conventional antimicrobial agents, to potentiate 
other antimicrobial peptides, and are active against many organisms that 
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that exert antimicrobial activity in artificial media may lack 
- within blood or other complex biological matrices. To facilitate 
the evaluation of ***antimicrobial *** ***peptides*** for possible 
therapeutic utility, an ex vivo assay was developed to assess the extent 
and durability of peptide antimicrobial activities in complex fluid 
biomatrices of whole blood, plasma, and serum compared with those in 
conventional media. Novel ***antimicrobial*** ***peptides*** 
(RP-1 and rp-11) were designed based in part on ***Dlatelet*** 
in^H, 1 ,^^ , • ***PC°tei ns*** RP-l, RR-Sl, 0 r gentami ci n was 

introduced into biomatrices either coincident with, or 2 h prior to 
inoculation with an Escherichia coli target organism. Antimicrobiai 
activities of peptides were assessed by quantitative culture 2 h after 
bacterial inoculation and compared to those of peptide-free and gentamicin 
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